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1 1 GLP-l (7-35) (DT^y is v> -C > 1 ^ L < {i| 

;ft-^'^'/^K<^C^^lCWaa-(Xaa)n-Yaa (WaatiArg* /cfiLys. XaaJiArgt 
TttiLys. n^±0~14<^)^l&^ Yaa^±Arg^ Arg-NH2^ Lys^ Lys-NH2^ /il±Hse) 

[a^:®2l -m.^. [ZaaS] -GLP-l (7-35) -Waa-(Xaa)n-Yaa 
^pfJ. WaatiArg^/itiLys. XaaliArgt ^titiLys. n(±0~14O^^. YaaiiA 
rg> Arg-NH2^ Lys. Lys-NH2t :^-{iHse, ZaatiSert /ctiAla 

[»^^3] Waa56«Arg. Xaa:6«Arg. RmaamerX^^)^. Ii^:^2t'ffi 

lii^:^4l Waa^O^Lys. laaTb^sys. S-t/Zaa^S^Sert?^^. m^:^2tcfa 

^yf- Ko 

-f^. 1-6 (D\^^irM^K^WL<0^'f^ Ko 

Iff 8 1 1-7 (^v^-f tt;6n;|B«g<0^7'-9^ K^Sr^^^^t t 
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8-10 <D\^>-rfi7!)^i,zuw(.<r>mm^j^^'^o 

[0 0 0 11 

ym^-f^v-i (GLP-i) (Dmrnrnm^. ^xxf^cou^trnm-^m^mir^o 

[0 0 0 21 

GLP-l (Glucagon like peptide-1) ti. :t:tr«l^i:: i •JM'fkWi I9^?!e:^$tt, 

o |S|^Of^ffl^^^-t-^<^^^^i^ GIP (Gastric inhibitory polypeptide tfzHGl 
ucose-dependent insul inotropic polypeptide) ^^ab^o 2MMW^MB>'^'^ii 

:hCti!)^^m.^fiX\^>X, c:tL7i)^l«jfiLM<7)^H<7)— oi:#x.i^ti.Tv^;g)o fflx-tf 
. 2M«im^M^'C{±jflLtfGLP-mjg;6^®TL> GIP{im'tAi:^t>ic>^v>c: i:;^^ 
#^$3h.TV>^ (Diabetes 50:609-613(2001))o tfz. 2 aHm^m^^O-f > 
ix^ ;/ v^#l^tl^<^*Sm> GLP-l^#tc i ;s> -f V v^^^^BRSti 

$tLTV^-5)(J Clin Invest 91: 301-307 (1993) )o LfzTb^-oX^ m^MBMXit. 
GlPtc^-r -5 S>§:i4iiig;T L T -2, GLP-l tc^f ^ $ ttT ^ O 

-t?^ GLP-l <^^»51g:TtTV>^^:^^5PBmfc^oTV^^„ ^^iX. GLP-m^Jti 
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3/ 



[0 0 0 3] 

^iflLll'fit'K^tt'lr^i"-^ t"X^2b^(Res Exp Med 193: 97 (1993) )o i-^Jt>-t,, GLP- 

tii^iz^^Mm±<D^ i; y h-c^;?)o — 2Mll>^^<7)f^^^ri3v>Tft''l:^6<JH 
^ tt-c v> ;^ ;w -7 ^ ^ ;v-^#^J {i. lcATP^^ttK+^ ;v =1: IfliI t 

onm^^ ^ v^^ffl ^ ^) o -e ^ ^ o 

[0 0 0 41 

$yi:GLP-li;{±> ^r;v?!7=f>:»-ti6&=&WJt-^#tt(Diabetes 38 : 1534 (1989) ) ^ 
t:tJ<7)i5i)^^0«=^3l^-^^#tt. H^:^vl:>*»IJi"^#14(J Clin Endocrin 
ol Metab 81:327(1996)), Fat::f^ffl LTM:fe^WJi-^#tt(Nature 379:69(199 

^i)^^^o l.fzij^'^^X^ (5LP-l{i, 2mMW.M^iin^'^^)^-^^yMM^<r>-^M. 
[0 0 0 5] 

\^i)^Li'j:ifih. GLP-10fg14:$:#:(iGLP-l (7-36) amide^^ v^JiGLP-l(7-37)<^ 

7^5^r— HIVtC J;oTGLP-l«^^#=^^tt> i^#l*I^^fi 1 ~ 2^5-fc^^#ll@ 
[0 0 0 6] 
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l: 271-278(1998), Biochem 40: 2860-2869(2001) )^j^T:d^'bc^M76^iH/^#& 
f}ym^<7)^^Exeridin-A'C(DmiM<7>m^ (Am J Physiol 281 :E155-E161 (2001 

10 0 0 7] 

;6*L53?5&^P>> Gutniak lb (Diabetes Care 20:1874-1879(1997)) l:: J: 0#^$tL/c 
. 400;wg<7)GIP-l^^tf/^* .^:^?^^I^T*Ol: bPMffi|]i^^«bOGIP-l<7)^W^ ITIB 

[0 0 0 8] 

(Exp Cell Res 182: 256-266(1989)) ^ M-^^B:i^i>^^'t 

^^LtamhT^-^K^j^^^xis^. is^h< m<D'itkmMmi^ ^^-t ^^t ^mm $ 

[0 0 0 9] 

{^mi!)m^ t J: 9 i: i-;&ii®] 



miE# 2003-3100136 



#M 2002-299283 



/^->^ : 5/ 



[0 0 10] 

TfaGLP-iM^#=^#/^o -^fz. n^z^^WMum^n-x^^^fzi^^^. M 
LfzGUP-mmt:mmLfzo 

[0 0 11] 

BP ^) . :$:|&^ <DGl2-immi^ii . GLP-1 (7-35) O T ^ ^ WMn 43 T > 1 ^> L 

P-lf&14=Sr^i"^'^7'^K<^C5|C^HWaa-(Xaa)n-Yaa (WaatiArgt 7t{±Lys> Xa 
a(iArgt/cfiLys> n{iO~14^0^^^ Yaa(±Arg^ Arg-NH2^ Lys> Lys-NH2^^- 
{±Hse) mfM^fitz^-f^ \^^'^^^^o "ftr^. — [ZaaS] -GLP-1 (7-35) - 
Waa-(Xaa)n-Yaa i'^^. WaaiiArgt fc{±Lys^ XaatiArgt fJifiLys^ nl±0~l 
40^^. Yaa{±Arg> Arg-NH2. Lys. Lys-NH2^ i^^tiHse. ZaatiSer^ f^tiAla 
) xm^^^^y'^f-V-^^UtLy^^o iiT-li^lc, Zaa(iSer7{>^ n{il~90^ia 

[0 0 12] 

%^^M.W^Tfm^^ Xf-( >:^') >^U^Mi^M =Sr^ L. ?^^MGLP-1<01 
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[0 0 13] 
[0 0 14] 

^J=^#ffli-Svli:lcJ; ^^SGLP-UcJt^r#fiSm*^'oO^W3(HSii:^L 
[0 0 15] 

:$:^B.§<^GLP-lil^#{i> GlP-1 (7-35) T 5 / ^HB^j^:::fev>T^ 1 t < tiic 

ii<^ T ^ / tt^^t>v * fz ^ Kfzmu-^ h^j:^. Tj^oGip-m 

tt =Sr^-^- -S) ^ K OCtK^ IcWaa- (Xaa) n- Yaa (WaatiArg t fz liLys^ XaatiAr 
gtit\tLjs^ n}i0~14O^^> YaatiArg. Arg-NH2^ Lys^ Lys-NH2t /iiiHse 
) yi-^^jjp^ttfc^'/^K'eab^o ^Xii. —m.^. [Zaa8}-GLP-l(7-35)-Waa-( 
Xaa)n-Yaa WaaJiArg^ fcJiLys, XaatiArgt /iiiLys. n(±0~14O^ 

^> YaatiArg^ Arg-NH2> Lys- Lys-NH2i /itiHse. ZaatiSert /i(iAla) T 
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^T'-^Kti. [Ser8]-GLP-l(7-35)-Waa-(Xaa)n-Yaa-r'^1-^:2:^^ 
-ei^o nt±l~9<7)^l^-eab^^i:j5^t L<> t<ti. 3~50 

^ifc-eab^o tfz. Waa7&%rg(7)^'^{iXaa'bArgl3, Waa;J>^ys<^t#'g-(±Xaa*>Lysl:: 

[0 0 16] 

Cli-C^ GLP-1 (7-35) ti. His-Ala-Glu-Gly-Thr-Phe-Thr-Ser-Asp-Val-Ser-S 
er-Tyr-Leu-Glu-Gly-Gln-Ala-Ala-Lys-Glu-Phe-Ile-Ala-Trp-Leu-Val-Lys-Gly-e 
^$tL^@B^iJ=S:#C)^-7°^K'e^'&o [Ser8]t±2#a (8jilc;fa^) (^Ala:d^SerlC 

GLP-lil«#:;i>*iS« ^ft^ho 
[0 0 17] 

[0 0 18] 
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x.{?> vri^)vmki-v')'>^ (SDs) ) > wwm^nm m^i-s. y^mmm.^ 
\zm Lxis \,zxitm<ox^0mtm.^^t>^x^^--t h^ti)^x^:ho 

[0 0 19] 

^a:^V>tf^;v, ^^;v-b;i/n-x^ ■^;v-b;i/n— ;^;5.l>'ifeM7' 

J:oTii7t$tL/iv^ tJ^n^^^T^-b^K t Kn^v^'^;v-t;vn-;^Xti-tf ^f■>■ 
10 0 2 0] 

m-t^^t-^^x^^ho 

[0 0 2 1] 

miiE# 2003-3100136 
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$)fzy) 1 fxgT!}^hlwgt'C<Oi^mn. t< til|5|#:mkg2b/iOlO;ig;&^<blOO;ug 
[0 0 2 2] 

—WiOy-^y^ h =S:##tw-t?^^ ;Dugas H. ^S.tl'Tenney C, Bioorganic Chemistry 
(1981) Springer-Verlag, New York, 54-92H> Merrifields JM, Chem.Soc. SS: 
2149 (1962) S.t>'StewartS.t>*Young, Solid Phase Peptide Synthesis. 24-66:^, 
Freeman (San Francisco, 1969)o m^\t. mk^-f^V^jm. (PE-Applied Bi 
osystems Inc. 850 Lincoln Center Drive. Foster City CA 94404) ®.m>E-App 
lied BiosystemstcJ: ttfc^^-^'-l' iJ' ;V^fflv^-r. mWi^^^^ 

igo^7'^K=Sr^^-e§^o '&ocr ^ ^W.'BLXf^<0^<^^M\-i^. PE-Applied Bios 

[0 0 2 3] 

GLP-l<7)DNA{i^ ■X\,±X.y)-^^tj:ji^^(0^)Vij^l^ifiu-YLX\^>hm 
k<D^m^^i> ^"^h^^o •fV'yu^)\'ij Kfrv^;|>DNA@B^J(iLund'b 
[Proc Natl Acad Sci USA 79:345-349(1982)] tCiSV^T^^ tfCJS . 

)^Tk\^^<^%Wilk\f^^WX\tm^Xh^. Brown lb ^Methods in Enzymology 
. Academic Press. NY^685^> 109-15m^#M-e§ ifW^<7^^'f^ Y^^ 
- Ki-;&DNAiB^J=Sr-eOT^/miB^Jtw*o'v^r7'-^f'f Model 380AX{i380 
BDNA'^^^ (PE-Applied Biosystems Inc. 850 Lincoln Center Drive, Foster C 
ity CA 94404) tj:}:^(7)^^mm^^m^M^^X^(DW.¥\^^^^-^^^^'^^^X 



ffiiE#2 003-31001 



2002-299283 



: 10/ 



[0 0 2 41 

^ti^rynam-r^^tib^x^^ho ^(om^^z. mi^mse (^-^-bu^-) i^'&s 

[0 0 2 5] 

#A"t"So — ^lw(iManiatis<b^ (1989) Molecular Cloning; A Laboratory Man 
ual, Cold Springs Harbor Uboratory Press, NY ||l-3^^#M'e§ -So -?'<^ 

The Promega Biological Research Products Catalogue^OTie Stratagene Clo 
ning Systems CataIogue^^#,^'C hho 
[0 0 2 61 

GLP-m^'f*:^y^ Y(otzib(D^-m,^^ ^ -'^m^\^tz^^ ^<D^^^-^m 
v> xmm ^j^m^Lmm. ^ mn^^ ^^^^o m±mm immnmmx itmm^m 
(D^^^r^^^^^i^Mx^^o mm^W'M^^ir^fzib<7)n.mit^^mi>^i^^^xm^ 



ffiiE# 2003-3100136 



#M 2002-299283 



^-i^ : 11/ 



$ ^ «9 fitf o i;lxlcov^-C{i^ Protein Folding, Kreuger^ (1990) 

136-142M> Gierasch2Slti'"KingM> American Association for Advancement of 
Science Publ icat ion>6«#HB-c § ^ o 

[0 0 2 7] 

immm] 

GLP-Hf^^^O-^^ti. Model 430A^y^ F-a-^ (PE-Applied Biosystems. 
Foster City, CA) \,ZX ^mm^m^X^X^\^^. HPLCtC J: 0 ^^^> •^T.y?.^ 
^ l9^^p°o=Sr?t^tf^o mmitiz^^<7)i><DK^\^^X95%\ik±(Di><0^ 

itm If > n is J: ^ > \£^^X<Dm.m'tn^ f^o 

^XT^^^WuLfzit^m^Tfi'fo GLP-l(7-36)<?)@£^!j{i. His-Ala-Glu-Gly-Thr-P 
he-Thr-Ser-Asp-Val-Ser-Ser-Tyr-Leu-Glu-Gly-Gln-Ala-Ala-Lys-Glu-Phe-Ile-A 
la-Trp-Leu-Val-Lys-Gly-ArgT-^So mx.\f. GLP-l(7-36)+Arg-NH2^: 
MGLP-1 (7-36) <7yCim KT^ hMl^rg^ 1 m^mw Lfzii(DX^:ho tfz. [SerS 
]-GLP-l(7-35){i. 2#g (S^tc^JS^) OAla^Serfrl^m ft^^ (36^lc>|=i^ 
) <DkTg^WmLfzi,<DX;^i>o 
[0 0 2 8] 

Jtic^^t'^Jl. GLP-l (7-36) amide • • • ^^MGLP-1 

Jt^3tM2. [SerS] -GLP-l (7-35) -Arg-NH2 • • • 8 S-GLP-1 i: B&l" 

mMMl. GLP-l (7-36) +Arg-NH2 • • • GLP-l+lRtB&i- 

mMm2. GLP-l (7-36) +Arg-Arg-NH2 • • • GLP-l+2Ri:B&i- 

Mit^JS. [Ser8]-GLP-l(7-35)-Arg-Arg-Arg-NH2 • • • SS-GLP-l+2RtlS^ir 

UitmA. [SerS] -GLP-l (7-35) -Arg-Arg-Arg-Arg-NH2 • • • 8S-GLP-l+3Ri:iB&-r 
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mitm5. [Ser8]-GLP-l(7-35)-Arg-Arg-Arg-Arg-Arg-NH2 • • • 8S-GLP-1+4R^ 

^Mme. [Ser8]-GLP-l(7-35)-Arg-Arg-Arg-Arg-Arg-Arg-NH2 • • • 8S-GLP-H• 
5R^B&1- 
M3t^J7. [Ser8]-GLP-l(7-35)-Arg-Arg-Arg-Arg-Arg-Arg-Arg-NH2 • * • 8S-GL 

?-i+6R tm-t 

l^^ms. [Ser8]-GLP-l(7-35)-Arg-Arg-Arg-Arg-Arg-Arg-Arg-Arg-Arg-NH2 • • 

8S-GLP-l+8RtB§1- 

mitm9. [Ser8]-GLP-l(7-35)-Lys-Arg-NH2 • * • 8S,des36R-GLP-l+lKR^H&•t 
^^t^JlO. [Ser8]-GLP-l(7-35)-Lys-Lys-Arg-NH2 • • • 8S,des36R-GLP-l+2KRt 

m^mn. [Ser8]-GLP-l(7-35)-Lys-Lys-Lys-Arg-NH2 • * • 8S, des36R-GLP-l+3 

nMmi2. [Ser8]-GLP-l(7-35)-Lys-Lys-Lys-Lys-Lys-Arg-NH2- • •8S.des36R 
-GLP-l+5KRtlB&1- 

i^jt^JlS. [Ser8]-GLP-l(7-35)-Lys-Lys-Lys-Lys-Lys-Lys-Lys-Arg-NH2 • • -8 
S, des36R-GLP-l+7KRi: Pl&-r 

mtMU. [SerS] -GLP-1 (7-35) -Lys-Lys-Lys-Lys-Lys-Lys-Lys-Lys-Lys-Lys-Ar 
g-NH2- • ♦ 8S,des36R-GLP-l+10KRfcB&i- 

m^Ml5. [Ser8]-GLP-l(7-35)-Arg-Lys-Lys-NH2 • • • 8S-GLP-l+2Khlll&■t 
[0 0 2 9] 

li hGLP-l^##<7)-2r^$tti^c:DNAiB^J [Grazianoio^ Biochem Biophys Res Co 
m 196:141-146(1993)] K^-^^^^^^ ^ -^mmLfzo ^-X^nA>?> 

^ -m^^m-Kimmi:^^^ ^ -x-r^Mn^L. t hGLP-i^##^%mi-^a 

mx.CHOIHJ!a=£r#/^o 

li hGLP-l^##l&31?aJ3a?:lX104cells/ml/well-C24'^^;V7'V- h t-^gx-ii 
^/io 3HmT';/-lr^tC'^ML. (PBS. 5.6inMi^;vrJ-;^> ImM -fV^^ 

;V^^;V^-9-:/^>^, 20 ^/M Ro20-1724^ 0.5%BSA. pH7.4) ^XGLP-lB^i^t3 
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'7^AMP^^©{i> cAMP-ScreenTM system (Applied Biosystems) lCj:^J^>-<f 
^ A ^ A y T 7 -fe ^ J: ilO^ Lfco ^ 1 ^c#aGLP-lM^#:<^•^^ ^^Vy^m 

[0 0 3 0] 

[^1] 





GLP- 




(M) 


GLP-llg^i* 


1 X 10'" 


1X10-° 


1 xiO"^ 


GLP-1 


100.0 


100.0 


100.0 


GLP-1+1R 


7.4 


100.6 


78.1 


GLP-1 +2R 


72.3 


91.9 


112.4 


8S-GLP-1 


97.9 


111.4 


83.6 


8S-GLP-1+2R 


56.4 


95.5 


91.2 


8S-GLP-1+3R 


-17.0 


75.6 


101.9 


8S-GLP-1+4R 


34.0 


64.7 


105.5 


8S-GLP-1+5R 


54.3 


48.6 


75.6 


8S-GLP-1+6R 


64.9 


81.1 


80.6 


8S-GLP-1+8R 


74.5 


87.4 


95.9 


8S.des36R-GLP-1 +1 KR 


100.1 


112.9 


80.5 


8S,dcs36R-GLP-l +2KR 


36.2 


88.9 


81.6 


8S,des36R-GLP-'l +3KR 


45.0 


96.6 


86.7 


8S.des36R-GLP-1+5KR 


7.9 


55.3 


63.4 


8S.des36R-GLP-l+7KR 


8.8 


55.6 


92.6 


8S.des36R-GLP-1+10KR 


7.5 


20.8 


55.4 


8S-GLP-1+2K 


53.2 


103.8 


88.8 



[0 0 3 1] 

t'OGLP-l^^*> in vitro t?<0'9-^ ^ V y ^AMP^^tStt^^oT 
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10 0 3 2] 
[0 0 3 31 

§GLP-l®IS#M}i. -v^xcoiq^^g^icj; J9#;&^<b^5I;^tL7to GLP-mS#«r^ 

JfiL$|'litl±. fl&mitli«i:^^;V=i-;^lS#5,10,20^miw, J15fc^g|5=S:^^L/c^ 
n>6^f>«m//l^^i^fcBt> /hMJfiiMWJJ^^ (ir;^-r:^ hJ^-:^^ (*^)=^D 

mrrmm (auc 0-20^) ^m^ <r>^^7. icov^T^ai l/co 
t/i. jfiLtt'^ v-liiti. ^^;^3-y^^s-^5^^^c^^^•v >^8i.aLyi::^9x 

^-ve^';-=^fflv^-CiR^M^J: ^9 75/imIflLb^ ^t^C^53^^^cJ: i9#7tlfiLiE* 

o 

[0 0 3 4] 
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GLP-itSa»tf;fft.i^g»g).OGTT>itJBI=feT^^ifB%iB^ifii4'-f>^'J>ti5 





<nmol/ mouse) 


(mE'dl*min) 






0 


712 




103 


632 




107 




1.07 


697 


± 


94 


662 


± 


91 




10.7 


399 


It 


35 


743 




147 


BS*GL P-1 


f 07 


624 




89 


1026 


± 


199 


eS-GLP-1 


107 


291 




66 


1289 


± 


165 


aS-GLP-1*2R 


107 


&35 


± 


58 


957 


± 


86 


8S-GLP-1+3R 


107 


509 


± 


92 


1359 


± 


318 


8S-GLP-1+4R 


1.07 


388 


± 


54 


1713 


± 


430 


8S-CLP-I+5R 


107 


483 




26 


1504 


± 


250 


8S-GLP-1+6R 


107 


559 




27 


1633 




449 


8S-QLP-1*8R 


1.07 


487 


± 


32 


18B2 


± 


402 


8S.des3eR-GLP-l+lKR 


107 


611 




5T 


1349 




244 


8S.des36R-GLP"}+2KR 


1 07 


564 




52 


1243 




309 


8S.de&36R-GLP- 1 -^SKR 


107 


557 




53 


1176 




233 


8S des36R-GLP-1+5KR 


1.07 


404 




71 


2229 




346 


8S,des36R-GLP-1 +7KR 


t.07 


457 


a: 


69 


1604 


± 


344 


8S.des36R-GLP-l ♦ lOKR 


107 


492 


± 


108 


2379 




520 


8S-GLP-1*2K 


107 


598 




63 


862 


± 


150 



[0 0 3 5] 

i <7)^m. 8 S-GLP-l+4Rii3 J; mS, des36R-GLP-l+5KROGLP-l|f is T . 
T;v^'- y 'Sr^in Lfcil^#> ^;2> v^tiSS, des36R-GLP-l+5Km±lc 'j 
^MGLP-ltcit-<T10:8'<^l4-e|W|^<D^:i:^:^L-CV^^C t^^i^ib. ^itL^OGLP- 
10 0 3 6] 

^GLP-iii^#oifiLm^tig:T^*:fej:t>*-r V y^m-^i^w^^^m^fzo 

Uy;:mWP^Jii)K^?L5^Jii#^¥8-27018lc t /c^^^ TpM t> 7 r 
-t n - ;i/ h AJ^) 2% (w/w) . '+'14^48% (w/w) . 7K90% (w/w) v^T 

mmmW^^Mm%M\mm^lxU ImM 8S-GLP-1+5R^?|K3.56/!/K ^^7^146. 4 
fiX-^W^X^X^ «$l-jSE0.0178mM 8S-GLP-l+5R*'^tf2XmWP^J3J5IL^J^ 
?i^^iS^L/io ifc^tRSjcti, 2%«#ilMJiil55?L^J^?^«:'^*'5:v^0.534mM^^ 
MGLP-1^^ (8S-GLP-l+5Rl:iJt'^t:30jt«:) ^ 2%m#ia^l&I5?L^J^T^^-^t 



ffiiE# 2003-3100136 



#M 2002-299283 



16/ 



5&v>0.0178inM 8S-GLP-l+5R^m> ^ XX/^mi^M^iM^^tio 
[0 0 3 7] 

-llfS#vt?^^> ^>y7'<7)afe/0-f?E^-=7'>^<^*-t-^-^ < iJiiTOt/io GLP-1 

mmrfmm (auco-so^s-) *M^<o-r':7;^icov>-c#ffiL/co 

o 

3 ic^t/co 

[0 0 3 8] 

1^3] 





(nmol/mouse) 


(me''"dl*niin) 






0 


2122 




198 


251 


± 


12 


GLP-l 


t07 


1533 


± 


111 


377 


± 


41 


8S-GLP-H5R 


0 357 


2025 


± 


176 


506 




34 


8S-GLP-1*5R 


0 357 


1526 


± 


3S4 


560 


± 


81 



[0 0 3 91 

L'5:v>5c^MGLP-1030:^<011:T^ ^^MGLP-1 h ISI^^^JUM'IST'f^ffl * 



mSE#2 003-3100136 



mm 2002-299283 



^-v^: 17/E 



[0 0 4 0] 



miE#2 003-3100136 



#02 002-299283 



: 1/E 



:^^m<DGUP-m^i¥ii^ GLP-l(7-35) or ^ / icisv^-c. 1 L < {im 

-ft^Sr^i-^^-/^ K<^C5N:^llWaa-(Xaa)n-Yaa (WaaiiArgt fc{iLys> XaatiAr 
gt/ct±Lys, n{±0~14O^^> YaaliArg. Arg-NH2> Lys. Lys-NH2* /ifiHse 
) >6MtJ!jn^ttfc^7'^K'e*>;i)o ^'•e^). — [Zaa8]-GLP-l(7-35)-Waa-( 
Xaa)n-Yaa (^^. ZzaliSev tfzltkla, '(&WIS|wJ^) tr^^ tt>5>^"/-f- K:«»^ 



tiiaE^ 2003-3100136 



#® 2002-299283 



m M A m. M m 



fiSlJ#-^ [000144577] 
1.^3l¥>^ 0 1990^P 8B1O0 



